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Abstract of JP6211890 

PURPOSETo obtain the subject derivative consisting of a 2 , -deoxy-2 , (S)- substituted alkylcytidine 
derivative, having a cell growth-inhibiting activity, expressing an excellent antitumor activity, useful for 
the therapy of the malignant tumors of mammalians, etc., and used as an antitumor agent, etc. 
CONSTITUTION:The objective derivative of formula IV (R<3> is H, phosphate salt group) is obtained 
as follows: epoxidizing the 2-position of the saccharide part of a compound of formula I (R<1> is OH, 
amino; Z is protecting group) with a sulfur ylide (e.g. trimethylsulfoxonium iodide), opening the 2'-epoxy 
ring of the saccharide part of the produced spiro epoxy derivative of formula II with a nucleophilic 
reagent (e.g. potassium fluoride), acylating the produced 2'-OH group with an acylating agent (e.g. 
methyloxazolyl chloride), reducing the acylated compound with a reducing agent (e.g. tri n-butyl tin 
hydride), aminating the 4-basic part of the reduced compound of formula III (R<2> is OH, acyloxy, 
halogen), removing the protecting group of the saccharide part, and finally phosphating the 5-position 
of the saccharide part. 
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i>MST«ilfci, m£M%087G#3 5 3rag 

ft**, mu-v-fotmbtz. zmmzw>*-7 

*10ml£in*. 1«HB«»U&«. 7-feh-h'j;|/ 

aanfc«»ftji«u ^>fr2 0 8mg ok* 5 

9%) i:O->f5?>#2 0 0mgJTHF7m 

FTHFjgfcO. 8ml*in*., £fflT3 OftMJttfL 
&. MEET. MttJ/«J*y**5 
A^Dvhfc«kf)«flu i6%*3>;-)l->7ua# 

*> : £&9U'?h!f77 (Dowex 5 0Wx8) l: 

0-0. lN7>tX7*0fflM**JE 55 
CfcOSWBU #en^nd-««BU SM«6 3mg 

(«*6ix) £ftfc. *fcx*/-;hkD«Bfl;T5 

[0 0 4 8] ffl^:>180t: UM) 
7E&*Mfitt: CioHmNs 0< FtbT 
frSffi C:46. 33, H:5. 4 4, N: 16. 2 
1 

^Slfi C : 4 6. 13, H : 5. 4 9, N : 1 5. 9 
3 

■H-NMR (D» O) 6 : 7.85 (1H, d, J=7.8Hz), 6. 40 
37 (lfl, d, I=7.3Hz),6.04 (lfl, d, J=7.8Hz), 4.63-4. 
64 (2H, m, I h.i. =46.9Hz), 4.26 (lfl, t, 1=8. 3Bz), 
4.01 (1H, dd, 1=2.4, 12.5Hz), 3.98-3.94 (1H, m). 
3.87 (1H, dd, 1=4.4, 12.5Hz), 3.00-2.86 (1H, m) 
[0 0 4 9] $*fl2 : 2' -r**~>-2' (S) - 
kHD^f;k>fy> CSC (I) , R 1 =NH: , 
R 2 =OH, R 3 =H) ©«jg 
OT© (l) fcitf (2) E«0fc£1tofcMLTtt, Ch 
en. Pharm. Bull., 33, 3617 (1985) CS&SnfcfEfctffc; 

Stress. 



8W¥6-2 118 9 0 

(1) 1- (3, 5-x-O-T I PDS-2, 2' 
(S) -XtTPX^+->-/3-D-X'JXn-^>h7 
9J'sM Oy'yJV CSC (III), R 1 =OH, Z=TI 
PDS) 

h'J^?;l/XJU**VX^A3-vh*6. 10g£DM 
SO-THF (1 : 1) 8 0mlltfH|U ^tl(C6 0 

x**ft^- h u v h 1 . 1 0 g *ja*.7)i>d >fmr. 

4 5&IW9 OtllfiSoL *«fc*T?»UIUfc!l. 
3', 5' -v-O-hU^-2' -^h^Uv> 
(i£ (II) , R 1 =OH, Z=TIPDS) 4. 9 0g 
£i$#LfcTHFjgfl£4 0 m 1 Sin*. 7;l/^>ftffiT 
SiTC 1 BIHJfltoLfc. lNtttb7>*xtfA*-PE« 

hfciDlMU 3 3%»Hx^-n-'\+-9->TS 

aan&«»t*»&. ««su bw&4. oo g ok* 

7 9%) 

[0 0 5 0] TC^fffit: C 22 H3 8 N2 Or S 1 2 -1 
/2H 2 OtbX 

frgffi C : 4 5. 1 1. H : 6. 0 6, N : 1 5. 7 
8 

nmm C : 4 4. 9 5, H : 6. 0 6. N : 1 5. 5 
4 

'H-NMR (CDC 1 3 ) <5 : 8.29 (1H, brs), 7.44 
(lfl. d, J=8.3Hz). 6.20 (lfl, s), 5.74 (lfl, dd, J=2. 
0, 8.3Hz), 4.48 (1H, d, J=9.3Hz), 4.14 (lH.dd, J= 
2.4, 13.2Hz), 4.08 (1H. d, 1=2.9, 13.2Hz), 3.91-3. 
87 (1H, m). 3.24 (1H, d, 1=5. 4Hz), 3.00 (1H, d, J= 
5.4Hz), 1.12-0.92 (28H, m) 
[0 0 5 1] (2) 1-C3, 5-y-O-TIPDS 
- 2 - 7 -fe h * > ^ 9- )V - 0 - D - 7 y M J 7 5 J 9 s 
M VyisJV (S (IV) , R 1 =OH, R 2 =OCOC 
Hs , Z=T I PDS) ©£f£ 

^OXeaXJS*vfr2. 5 9g£Sf&6 Omlfcjg 
®U ^tUCftl6^h'J'5A4. 9 2g£*J0;t. 7JU^ 
>^ffiT. 1 0 0 < Ct'2«ffflffiofc„ aac*Tf?&aiL 

fc±o»fljanfc*»*»iiu. sn«i. 9ig ok 

$5 8%) S#L 
[0 0 5 2] 'H-NMR (CDC 1 3 ) 6 :8.59 (lfl, 
brs), 7.76 (1H, d, J=8,3Hz), 5.99 (1H, s), 5.70 
(lfl, dd, J=2.0, 8.3Hz), 4.52 (lfl, d, 1=12. 2Hz), 4. 
42 (1H, d, 1=12. 2Hz), 4.30 (1H, d, J=9.3Hz), 4.15 
(1H, dd, 1=2.0, 13.2Hz), 3.99 (1H, dd, 1=2.9, 13.2 
Hz), 3.84-3.81 (1H, a), 3.48 (1H, brs), 2.18 (3H. 
s), 1.11-0.97 (28H, 1) 
50 [0 0 5 3] (3) 1- C2-x**->-3, 5~i?- 

1594- 
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0-T I PDS-2-7-feh+>'^^-i3-D-77 
bf/77/->;W ^7yA CSC (V) , R ; =OH, R 
2 =OCOCH 8 , Z=TIPDS) 

rtfSEo7-feh**>^^wi. 91 & *mt*=f-v>s 

1. 2 6 g. m{k*?)Vttlfi))lO. 94 7ml*JJD 

8t£®3cLfc. !8i4h;n>7 0mii:^iu 

CfcS&fcMJ W>2. 7 7ml. TlAfV tfXT* 
MJ;i-2 OmgSin*. 7;Urf>mS5ET 1 ^fffiS 
SELfc. lttmft. 7^/k'X-i , V^nxhU;P2 0m 
gfcin*.. fftfiffraattb. JEfcii9M«, 

mu mom. 5 5g (wssx) 

[0 0 54] Bt^: 1 4 0. 0-1 4 2. 0"C 
7E*£Mfflt: CmHuNi Os Sis ttT 
SUM! C : 5 3. 11, H : 7. 8 0. N : 5. 16 
HMfil C:53. 30, H:7. 87, N : 5. 41 
'H-NMR (CDC la ) d :8.32 (1H, brs), 7.79 
(1H, d, 1=8. 3Hz), 6.30 (1H, d, 1=7. 3Hz), 5.70 (1H, 

dd, 1=2.4, 8.3Hz), 4.45 (1H, dd, 1=8.8, 10.8Hz), 
4.43 (1H, dd, J=2.0, 12.5Hz), 4.20 (2H, m), 4.05 
(1H, dd, J=2. 9, 13.7Hz), 3.81 (1H, dd, J=2.4, 8.3H 
z), 2.88-2.82 (1H, a), 1.89 (3H, s), 1.12-1.00 (28 
H, m) 

[0 0 5 5] (4) 2' -x**->-2' (S) -fcH 
U*r~/*J-)\,*s??> (5$ (I) , R 1 =NH, , R 2 
=OH, R 3 =H) <D£f$. 

:**v:&{fc>J>0. 3 0 8ml£HJ7 , /-;V5 4 3m 
g£i§#bfc7-fehxHJ;i48ffi (10ml) fc, 7* 
=f>^T0 , Clt*^Th'JX?;l/7S>l. 5 3ml 
ftJDA. gffiTlBSMftttLfc. «fWUfc«tJ8^T^rf 
>»KT»SLfcfl. iS^JcijJEcoSJcfr 543mg£ 
DO*., £iaT-lfcif#Lfc. ^Oj§^tji7> ; EX7* 

ft. J§J*£»8U »**'>'J*yjU*9A^DThfc 
iDHSU 4%^^y-^-i/DD^At±0Stb 
S*lfc*»*«BU ->fi;>#2 4 1mg (JR*4 9 
%) :©^>#2 14mg&THF7ml 

CDTHFjgjjJcO. 7 9m 1 £JQA. SfiT 1 5 #fflSt# 
Lit. MEET. SI^Hl/fcSI, Sit&v'J*^* 

£;**/-;V5ml dtl(C®7> ; 6-7*^ 
5ml in*.. SfiT5BW«#Uft. 8 



(9) ®M¥6-2 1 1 8 9 0 

iff 

jfSjJtfcSMPU -1 V? b>f 7 7 (Dowe 

x 5 OWx 8) \Z77y-1 U 0-0. lN7>tr: 

7*<Dm®mmt3Eiz&vmL, mtitmftzm 

-fSCtfCcfcO, B»t7 3mg (IR$7 2%) £® 

[0 0 56] ffluft: 1 7 8. 0- 1 7 9. 0t3 
76*»«f«:Ci.HnNi O s • 1/2H 2 OtLX 
frgft C:5 2. 0 4, H:7. 74, N:5. 52 
10 HSItt C:51. 93, H:7. 4 3, N: 5. 56 
■H-NMR (DMSO-d 6 ) 5 : 7.90 (1H, d. J=7. 
3Hz), 7.17, 7.10 (2H,brs), 6.09 (1H, d, J=6.8Hz), 
5.69 (1H, d, J=7.3Hz), 5.22 (1H, brd, J=5.4Hz), 5. 
05 (1H, brt, J=5.1Hz), 4.42 (1H, brdd, J=3.7, 7.6H 
z). 3. 88-3. 85 (1H, m), 3.76-3.58 (3H, m), 3.43-3.38 

(1H, n), 3.18-3.12 (1H, m), 2.52-2.45 (1H, m) 

[0057] mmm 2' -=r**=/-r <s> - 

7±V^y^)V"y^jy (j£ (I) , R 1 = NH 2 , 
R 2 =OCOCH» , R 3 =H) <D&& 
20 ttz/mt'JX). 3 0 8ml th'J77-;L-54 3m 

gmmLit7tb-b<)mm a omi) t, 7)i 

3>§S.ffiTQ'C\ziiVTb l )X?)V7S.>l. 5 3ml 

&MTifBM#Lfc. #rttiLfc«:fll£7;i'=r 
>jHrF*sufct*, tt«tcnikii2o (3) T#en 

&1 - C2-x^*->-3, 5-^-O-TIPDS- 
2-7-feh*">^5 1 ;V-5-D-77ty77/>'.;W 
'J^yJl'S 4 3mg£JuA., ^&T-l!fcJf#Lfc. 
8i8tC»7> ; Ex7*5ml£;!jDA.. HSMfcttLfc 
ft. 7-feh-h 'J ^nn*;UAtcj;t3}4till/ 

y;i^5A7DTM;:J:0*&S?U 4!***/-;p-7 

2 4 1mg d©->3^>#0. 
68gSTHFl OmlK&j&PU utll:fh7^fiV 
7> ; &"'JA7D7'f F©THF8?8£2. 5ml*flD 

ft. git^uay^^A^avh (i6%^^y- 

;!/-*an**Ai;:j:»)StH) fc*0««l,Tl«W 
0. 1 3g QR#3 4X) £#fc 0 
40 [0 0 5 8] 7C$#flHt: CuHuNi Oe • H 2 Ot 
UT 

fhgffi C : 4 5. 7 5, H : 5. 7 0, N : 1 2. 7 
4 

USUI C : 4 5. 4 2, H : 5. 4 0, N : 1 3. 2 
4 

1 H-NMR (CDCh ) 6 : 7.83 (1H, d, I=7.3H 
z), 7.08 (2H, brd, NH 2 ), 6.16 (1H, brd, J=7.3Hz), 
5.68 (1H, d, J=7.3Hz). 5.40 (1H, d, J=5.4Hz),5.06 
(1H, brt, J=4.9Hz), 4.01-3.59 (4H. n). 2.69-2.66 
50 (1H, m), 1.84 (3H, s) 
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[0 0 5 9] : 2 ' -t^+v- 2 ' (S) - 

7;^^D/5 1 ;^->? 1 ^>-5 , -u>» d) , r 

1 =NH 2 , R 2 =F, R' =V>m®m ©Kit 
SlJiM 1 2 1 -7***5/- 2' (S) -7)l*U 
^)Vi^^J>2. 5 g £ h 'J * 'J >m 6 0 m 1 IC 

fti^T^u unfci. 6g©t*->iifl:'j>^T 
-x**5/-2' (s) -7;^Q^f-;V">^j?>- 

5' -U>»*fffc. 

[0060] ffi&m i : MttwpmnjR 

TEO*StCT*5SiHfl:^*0«IJfiiiSian|i!l^*Stt»* 

Tx-Co 



18 



(D thatt'j>/i*#ttejMiiift (T-ww c 

CRF-HSB-2S1 0%^S&Hjt«^JnRPM 1 1 
6 4 0»»Ti(*U ttftJMMlC 1. 1 X 1 0 6 «/ 

(2) imtamtzimwamo. 9m\m<o. 

*tt*fcttPBS*ffit*TO. 5 1 ogioBMffftl/fc 
*>7JHftM0. lmim 3 71CTMBH&«# 

(3) #*a-7*©«Bfi*-fc;i>*«»* 
- (Sysmex'^atJW 1 )^- F-300 $!) K 

[0 0 6 1] 
[»1] 



Bit* («) = (!- 



) x 1 0 0 



Cx-Co 

T x : y-JMsM*> x *©»B*7B®«*B 

Cx : tJ-yTVt^SIf (WIS) ^i;KO«*»7l*Ol»*K 

co ■.•*y?m** mm tximmmmmm 



[0 0 6 2] (4) *«HJh***>^MMEt«UT 

5 5 0XB±*«*-r'!J->7>BB (IDio) 

5. CCRF-HSB-2K:M1-<Sldtfll 

T£tflb1t2- -7**^-2' (S) -7A*n^^ 



mj^fllDiitt, 0. 03 0/ig/mlT^ 
[0 063] 



(72)89!# ftffl * 

immMMmtmw&iwu- 1-7 

501 
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